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INFORMATION DISCLOSURE STATEMENT 



Dear Sir: 



Applicants and their attorney are aware of the following patents, 
publications or other information, which are cited on the arrached PTO Form 1449, and 
in accordance with 37 C.F.R, §1 .97 hereby submit these forms for the Examiner's 
consideration. 



The present application is a Continuation Application of U.S. Serial No, 
08/479,744, filed June 7, 1995 (Aity. Docket No. RPI-004CP3), which is a 
Coniinuarion-in-Part of U S. Serial No. 08/280,757, filed July 26, 1994 (Any Docker 
No. RP1-004C2CPA), which is a Continuation-in-Pan of U.S. Serial No. 08/109,393, 
filed August 19, 1993 (Any. Docket Nu. RPI-004CP), which is a Continuation-in-Pan 
of U.S. Serial No. 08/101,624, filed July 26, 1993 (Any. Docket No RP1-004). U S. 
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Serial No, 08/479,744 is also a Cominuation-in-Part of U.S. Serial No. 08/147,773, filed 
November 3, 1 993 (Any, Docket No. RPI-008). Copies of the references listed on the 
enclosed PTO Form 1449 have been previously cited by or submitted to the Office in 
the prior applications, and, in accordance with 37 C.F.R. §1.98(d), copies of these 
references are not enclosed herewith, but will be provided upon request, 1 lo wever, 
certain references (A4, A5, A8, A9, A15, B15, Cl 7 D1-D6 and D13-D19) have not been 
previously cited, and are therefore enclosed. 



This statement is not to be interpreted as a representatiun that the ciied 



publications are material, that an exhaustive search has been conducted, or that no other 
relevant information exists. Nor shall the citation of any publication herein be 
construed per se as a representation that such publication is prior art. Moreover, 
Applicants understand that the Examiner will make an independent evaluation of the 
cited publications 



Under 37 C.F.R, § 1 .97(b)(3), no additional costs are believed to be due in 



connection with the filing of this disclosure. If, however, a first Office Action on the 
merits issues in this application bearing a mailing date prior to the date of this 
Information Disclosure Statement , please charge the appropriate fee as required under 
37 CFR § 1 . 1 7(p) io our Deposit Order Account No T 1 2-0080. 



28 State Street 
Boston, MA 02109 
(617)227-7400 

Date: August 6, 2001 

AEM/ME W/J KR/al f 



Respectfully submitted, 
LAHIVE & COCKFIELD. LLP 




Megan E. \yilliams ? Esq. 
Registration No. 43,270 
Attorney for Applicants 



Oct-23-01 08:41am Frorn-LAHIVE & COCKFIELD, LLP 



6177424214 



T-268 P. 06/09 F-196 
Sheet 1 of 4 



~**£caKT f *CS*»«l£ Of W^aKTM&KT Of 


ATTV DOCtt£T NO 

RPI-004C3CN 


SEf11At.NO 

09/425,516 


LIST OF PUBLICATIONS CITED BY APPLICANT 
(Use several sheets if necessary) 


Freeman. Gordon J. et al. 




GROUP 




October 22.1999 


1644 



U S. PATENT DOCUMENTS 









PATE 


NAME 






rf=AW*0(>KI*Tti 




Al 


5116964 


05/92 


Capon et al 


536 


23 5 






A2 


5434131 


07/95 


Linsley et al 


514 


2 






FOREIGN PATENT DOCUMENTS 






DOCUMENT NWSER 


PAT£ 




CLASS 




TRA^St^TiOot 
YES NL) 




A3 


WO 93/00431 


01/93 


PCT 












A* 


WO 94/12520 


06/94 


PCT 












A5 


WO 95/03408 


02/95 


PCT 












A6 


WO 95/0546* 


02/95 


PCT 












A7 


WO 95/06738 


03/95 


PCT 














OTHERS (including Author, Title, Date, pertinent Pages. Etc ) 





AS 




Azuma, M. et al., "B70 antigen is a second ligand for CTLA-4 and CD28 * Nature 366 76-79 
(1993) 




Ad 




Azuma. M- et al . "involvement of CD28 in MHC-unrestricted cytotoxicity mediated by a human 
natural Killer leukemia cell l*ne." J Immunol 1 49(4): 11 15-1123 (1992) 




A10 




BasKar, S. et al. (1993) "Constitutive Expression of 87 Restores immunogenic^ of Tumor Cells 
Expressing Truncated Major Histocompatibility Complex Class II Molecules" Proc. Natl Acad 
ScL USA 90:5687-5690 




All 




Bateman, W J et al (1991) "induCiMity of Class II Major Histocompatability Complex Antigens 
by Interferon y is Associated with Reduced Tumongenicity in C3H Mouse Fibroblasts 
Transformed by v-Ki-ras" J. Exp. Med. 173 193-196 




A12 




Biazar, B.R . M In vivo blockade of CD28/CTLA4: B7/BB1 interaction with CTLA4-lg reduces lethal 
murine graft-versus-host disease across the major histocompatibility complex barrier m mice." 
Stood 83(l2):38l5-3825 (1994) 




At3 




Boussiotis, v.A et al. (1993) "Activated Human B Lymphocytes Express Three CTLA-4 
Coumenecptors that Costimuiate T-Cell Activafcon" Proa A/aff. Acacf. So. USA 90: 1 1 059-1 1 063 




A14 




Chen, L. et al. (1992) rt Co$timuiation of Antitumor Immunity by the B7 Counterreceptor For the T 
Lymphocyte Molecules CD28 and CTLA-4" Cell 7l;1 093-1 102 




A15 




Classon et al.. "The hinge region of the CD8 alpha chain structure, antigenicity, and utility in 
expression of immunoglobulin superfamily domains." int. Immunol 4(2):2l 5-225 (1992) 




A16 




Clements. VK et al. (1992) "Invariant Chain Alters The Malignant Phenotype of MHC Class if 
Tumor Cells" J. of immunology 149:2391-2396 




A17 




Cole. G.A. et al. (1991 ) "Rejection of Allogeneic Tumor is Not Determined by Host Responses to 
MHC Class 1 Molecules and is Mediated By CD4"C08 i ' T Lymphocytes That Are Not Lytic for the 
Tumor Cellular Immunology 134 480-490 


Examiner 


Pate Considered 


-EXAMINER 


initial rf reference considered, wnetner or not diauon is m conformance wiih MPEP 609, Praw line trucmgn Qtauon 
it not in conformance ana not cons tiered incluQt cppy of trus form with next comrnunicauan to applicant 



Oct-23-01 08:41am From-LAHl VE £ C0CKFIEL0, LLP 



6177424214 



T-268 P. 07/09 F-l 

Sheet 2 of 4 



COMMERCE 


RPI-004C3CN 


09/425,516 


UST OF PUBLICATIONS CITED BY APPLICANT 






(Use several sheets if necessary) 


Freeman, Gordon J. et al. 




F^^cc^e" 






October 22. 1999 


1644 



U.S. PATENT DOCUMENTS 







IKCUMchl f»wwotihi 


DATE 








r-fUNCPATC 
,F APPROPRIATE 



















FOREIGN PATENT DOCUMENTS 









DATE 




class 




YES NO 





















OTHERS (including Author,, Title, Date, Pertinent Pages, Etc,) 





p I 




Fearon, E.R et al (1990) "interleuftin-2 Production By Tumor Cells Bypasses T Helper Function 
m the Generation of An Antitumor Response" Cell 60.397-403 




B2 




rreeaman, a o ei ai. ( iyor) p/ , a d ueii-rtesiricieu Antigen i nat irjentuies ^reactivated p 
Cells" Journal of immunology 1 39( 1 0) 3260-3267 




S3 




Freeman et al , "Structure. Expression, and T Cell Costimuiatory Activity of tne Murine 
Homologue of tne Human B Lymphocyte Activation Antigen B7" journal Experimental Mediane, 




B4 




Freeman, G J et al (1989) "B7, A New Memoer of tne ig Superfamtly with unique Expression 
on Activated and Neoplastic B Ceils" Journal of immunology 143(8}: 2714-2722 




B5 




Freeman, G. ( et al., "Cloning of B7-2; A CTUA-4 Couhter-Receptor that Costimulates Human T 
Cell Proliferation." Science, vol 262. 909-911 (1993) 




B6 




Galvin, F et al (1992) "Murine B7 Antigen Provides A Sufficient Costimuiatory Signal For 
Antigen-Specific ana MHC-Restncted T Cell Activation" j immunology 149 3802-3808 




B7 




Gimmi et al , M B-cell surface antigen B7 provides a costimuiatory signal that induces T cells to "* 
proliferate and secrete interteuKin 2" Proceedings of tne National Academy of Sciences, vol 88, 
pp. 6575-6579, (1991) 




BS 




Gimmi, C. p et al , "Human T-ceii Clonal Anergy is Induced by Antigen Presentation in the 
Absence of B7 Costtmulation." Proc Natl Acad Sci. USA r vol 90, 6586-659Q (1993) 




B9 




Guo, Y. et a| (1995) "Mutational Analysis and an Alternatively Spliced Product of B7 Defines Us 
CD28/CTLA4-binding Site on immunoglobulin CHike Domain" J. &p Med.. 181 1345-1355 




BIO 




Harming. F and Allison, J., "CD28-B7 interactions Allow the Induction of CD8 sup + Cytotoxic T 
Lymphocytes in the Absence of Exogeneous Help." J Exp. Med . vol 177, 1791-1796 (1993) 




Bit 




Harding, F., et al , "CD28-medicated Signalling Co-stimulates Murine T Cells and Prevents 
induction of Anergy in T-ceil Clones." Nature, vol. 356, 607-609 (1992) 




Bl2 




Honenbaugb and A. Aruffo (1992) "Construction of immunoglobulin Fusion Proteins" immunology 
Suppl. 4. UnillO 19 1-11 




813 




Inobe. M. et al. (1994) "Identification of an Alternatively Spliced Form of the Murine Homologue 
of B7". Biochemical and Biophysical Research Communication 200(1 );443-449 




£14 




James. R-F.L. "The effect of class II gene transfection on the tumoungenicity of the H-2K- 
negative mouse leukaemia cell line K36 .16," Immunology 1991 Feb,72(2) 213-8 




BIS 




June, C H et al . "The 87 and CD28 receptor families," Immunol Today. 1994 Jui,i5(7) 321-31 



Examiner 



pate Considered 



'EXAMINE 



iqitial if reference consiqerea. wneiner or not crranon i& in contormance witn MPEP 609. Draw line ihrough Citajion 
it not m conformance and noi considered. Include copy ot tms form wim nexi comm«ftrCat»on to applicant 



Oct-23-01 08:41am F rom-LAH I VE & COCKFIELD, LLP 



6177424214 



T-268 P- 08/09 F-196 
Sheei 3of^ 



"kPPuCWfT f *C3imh£ ^tSRM PTCM+* u &. OeB*RTMENT V 

COMMERCE 

Rfv /^o P*ie*fT anO -nv%OCM^X OFFICE 


«TTY DOCKET NO 

RPI-004C3CN 


SCfllAL NO 

09/425,516 


LIST OF PUBLICATIONS CITED BY APPLICANT 
(Use several sheets if necessary) 


appuCamY 

Freeman, G rdonJ. ctaL 


October 22 1 1999 


GHOUP 

1644 



U.S. PATENT DOCUMENTS 



EaawinER 




OOCumcnT ffUMfEft 


DATE 


MAfy£ 


Cla5£ 




FtUWCOATE 
IF APPROPRIATE 


















FOREIGN PATENT DOCUMENTS 






OOeum&iT Nwm£A 


PATE 






^UttClASS 


TRANSLATION 






















OTHERS 


(including Author, Title, Date, pertinent Pages. Etc.} 





Cl 




Lanier, L.L. et al., "CD80 (B7) ana CD86 (B70) provide similar costimuiatory signals for T cell 




C2 




Lenschow, D.J et al , "Expression and functional significance of an additional ligand for CTLA-4," 

Prnr A/atf Ar>ari ^r>i 11 *Z A IQQ^ D^r 1 Qfl/^VI 

ri\n+. IVflff. snCufJ- O- -AA- | j7?0 mCIh | r 3\J\£L- t MJ. I lUJt w 




C3 




Lenschow. D.J. et al, "Long-term survival of xenogeneic pancreatic islet grafts induced by 

C*Tl AAin ■ Ci^iArtr* 1QQ7 Ann 7 9^7/^07 1 V7RQ-Q0 
Vrf 1 L/Vtly, •-nJiUliUV, MUy /,£s?f \JW( 1/. ( 09"9^ 




C4 




Lmsley. PS et al , "Immunosuppression in vivo by a soluble form of me CTiA-4 T cell activation 

ruQJCvUtt?, OC/tff/C-cr. l73A/\uy / F *Of\3U/ I J fat-J 




C5 




unsiey, P.S. et al, "Binding of the B cell activation antigen B7 to CD28 costimulates T ceil 
proliferation and interieuKm 2 mRNA accumulation J. Exp Med.. 1991 Mar i.i 73(3} 721-30 




C6 




Lin, H et al., "Long-term acceptance of major histocompatibility complex mismatched cardiac 
allografts induced by CTLA4lg plus donor-specific transfusion," J. Exp. Med., 1993 Nov 
l;l78(5):i80l-6 




C7 




Nabavj, N. et al., "Signalling through the MHC class n cytoplasmic domain is required for antigen 
presentation and induces B7 expression," Nature 1992 Nov l9;360{6401):266-8 




C8 




Ostrand-Rosenberg, S et al. t "Costimuiation through murine B7 molecule restores 
immunogenicity of autologous tumor cells expressing truncated MHC class II molecules," J Ceil 
Biochem. Suppl. (Abstract HZ 228) (1993) p, 71 




C9 




Ostrand-Rosenberg, S. et al, "Abrogation of tumorigenicity by MHC class II antigen expression 
requires the cytoplasmic domain of the class 1 1 rroiecuie/ J Immunol., 1991 Oct 1;147(7):2419- 
22 




CIO 




Ostrand-Rosenberg. S. et al., "Rejection of mouse sarcoma cells after transfection of MHC class 
It genes," J. Immunol., 1990 May 15;144(10):4068-71 




en 




Reiser. H et al., "Murine B7 antigen provides an efficient costtmulatory signal for activation of 
murine T lymphocytes via the T-cell receptoffCD3 complex/ Pmc Natl Acad. Sci. U S. A, 1992 
Jan 1;89(1):271-5 




CM 




Schulfct. K. et al.. "The role of B cells for in vivo T cell responses to a Friend virus-induced 
leukemia/ Science. 1990 Aug 24,249(4971) 921-3 




C13 




Schwartz. *A cell culture model for T lymphocyte clonal anergy/ Science 1990 Jun 
15:248(4961): 1349-56 








Southern, S.O. et al., "induction of the H-2 D antigen during B ceil activation." J. Immunol 1989 
Jan 1; 142(1 ):336-42 


Examiner 


Date Considered 


-EXAMINER 


inmai if reference considered, whether or nbi citation rs *n conformance with MP£P 609. Oraw line wro y gn citation 
if noi in conformance and not considered include copy of wis form wiin next communtcaitoa to applicant. 



Qct-23-01 



:42am From-LAHIVE t COCKFIELD, LLP 



6177424214 



T-268 P. 09/09 F-196 
Sheet 4 of 4 



Rgw 7-co PA>£«T AwD ffW^MAft* OFFtCG 


aTTY POCkET mO 


SffW NO ' """" 


RPMJQ4C3CN 


09/429,516 


LIST OF PUBLICATIONS CITED BY APPLICANT 
(Use several sheets if nec ssary) 


Freeman, Gordon J. et al- 








October 22 t 1999 


1644 



U.S. PATENT DOCUMENTS 









DATE 








FtLWC DuTt 
If APPROPRIATE 




Dl 


5,434,141 


07/95 


Schafer et at. 


514 


53 






02 


5,747,034 


05/98 


De Boer ei al. 


424 


137.1 






03 


5.770,197 


06/98 


Linsley et 2l 


424 


134.1 






04 


5,869,050 


02/99 


De Boeret al 


424 


156.1 






or 


6,071.716 


06/00 


Freeman et al 


435 


69,1 




FOREIGN PATENT DOCUMENTS 








DATE 




ClaSS 


SufiClASS 


res mO 




D6 


WO 92/00092 


01/92 


PCT 








OTHERS (including Author. Title, Date, Pertinent Pages. Etc.) 





D7 




Tan, P, et al , •Induction of ailoantigen-specific hyporesponsiveness in human T lymphocytes by 
DIocKing interaction of CD28 with its natural ligand B7/BBV J- Exp r Med 1993 ;l77(i).165-73 




08 




Townsend, S.E. et al. (1993) "Expression of me T ceil costimuiatory iigand B7 by a melanoma 
induces rejection mediated by direct activation of CD8f T ceils," J CeilBiochem Supp. 136 (abstr ) 




D9 




Townsend, S E et al . "Emergency hospital admissions and readmissjons of patients aged over 
75 years and the effects of a community-based discharge scheme," Health Trends 
1992:24(4). 136-9 




OlO 




Townsend, S. E. et al., "Tumor rejection after direct costimuiation of CD8+ T cells Dy B7- 
transfected melanoma cells," Science, 1993 Jan 15;259(5093);368-70 




on 




Travis. J *A stimulating new approach to cancer treatment," Science 1993 Jan 15:259(5093) 310- 
1 




D12 




Van der Bruggen, P. et al.. "A gene encoding an antigen recognized by cytolytic T lymphocytes on 
a human melanoma," Science 1991 Dec 13;254(5038): 1643-7 




D13 




Chen, C, et al-, "Monoclonal Antibody 2D10 Recognizes a Novel T Cell Costimuiatory Molecule 
on Activated Murine B Lymphocytes", J Immunol 152" 2105-2114 (1994); 




014 




P, Enget, et al, The B7-2 (B70) CostimuiatoryMoleciiie Expressed by Monocytes and Activated B 
Lymphocytes Is the CD86 Differentiation Antigen, Blood, Vol. 84(5) 1994: pp 1402-1407 




D15 




Freeman. G.. et al . "Murine B7-2, an Alternative CTLA4 Counter-receptor that Costimuiates T Ceu 
Proliferation and InteneuKin 2 Production', J. Exp, Med. 178: 2185^2192 (1993), 




Die 




Freeman. G., et al., "Uncovering of Functional Alternative CTLA-4 Counter-Receptor in B7- 
Deficient Mice", Science 262. 907-909 (1993), 




D17 




Hathcock, K , et ai. v identification of an Alternative CTLA-4 Ligand Costimuiatory for T Ceil 
Activation", Science 262. 905-907 (1993); 




018 




Nozawa et al., A Novel Monoclonal Antibody (FUN-1) Identifies An Activation Antigen in Cells of 
The B-Celf Lineage and Reed-Sternberg Cells. Journal of Pathology, Vol. 169.309-315 (1993) 




019 




Powers, G , et al., "Expression and Functional Analysis of Murine B7 Delineated by a Novel 
Monoclonal Antibody'", Cell. Immunol. 153: 298-311 (1994). 


Examiner 


Date Considered 


-EXAMINER 


initial rf reference considered, whemer or not cnanon is m conformance with MPE P 609, Draw line tnrougn cation if 
not m conformance ana nox considered include copy of this form wim next communication io applicant 



